Flow cytometry
Flow cytometry antibodies used in this study were: anti-mouse CD3 (pacific blue, 1:400, clone 17A2), anti-mouse CD4 (APC, 1:400, clone RM4-5), anti-anti-mouse CD8 (PE-Cy7, 1:400, clone 53-6.7), anti-mouse MHC class I (H-2Kb; Biotin, 1:200, clone AF6-88.5, anti-mouse PD-1 (FITC, 1:400, clone J43), anti-mouse Pd-l1 (PE, 1:100, clone 
4-thiouridine (4sU) labeling of newly transcribed RNA
Cell pellets were collected and total RNA was collected using TRIzol (Thermo Fisher). 4sU-labelled RNA was then biotinylated with 2μg EZ-link biotin-HPDP (Pierce) per μg of RNA in biotinylation buffer for 1.5 hours at room temperature. The biotinylated RNA was extracted using an equal volume of chloroform, precipitated in ethanol, and resuspended in water. The biotinylated RNA fraction was then purified using μMacs Streptavidin kit (Miltenyi) and washed three times with washing buffer (5mM Tris-HCl [pH7.5], 0.5mM EDTA, 1mM NaCl in H2O). The biotinylated RNA was eluted from the magnetic beads using 100mM DTT and purified using the RNeasy MinElute cleanup kit (Qiagen). cDNA was synthesized according to the manufacturers instructions (Promega, Sydney, NSW) and quantitative PCR analysis of samples was performed on the 7900HT Fast Real-Time PCR System (Applied Biosystems, Mulgrave, VIC, Australia) with SYBR-green ROX mix (Agilent, Mulgrave, VIC, Australia).
RNA sequencing and analysis
Early passage Eμ-Myc lymphoma # 1 variants ( # 1.1 and # 1.2) were cultured in the presence or absence of 250nM JQ1 for 2 hours in duplicate and cell pellets collected.
Total RNA was extracted using the Nucleospin® RNA extraction kit (Macherey-Nagel, Bethlehem, PA) as per the manufacturer's instructions. cDNA libraries were prepared and then processed for using TruSeq RNA library Prep Kit (Illumina, San Diego, CA, USA) and paired-end RNA-sequencing was performed on the HiSeq 2000. Short-read data was processed using Seqliner RNA-seq pipeline (seqliner.org). Sample QC was first performed and overrepresented sequences identified using FastQC (Babraham Bioinformatics, Babraham Institute). The RNA sequencing reads were trimmed using cutadapt(v1.7) (Martin, 2011) to remove poor quality ends. Read data was then aligned using TopHat/bowtie2 (Kim et al., 2013) QuantSeq 3'-mRNA library preparation, sequencing and analysis 3'-mRNA sequencing reads were demultiplexed using CASAVAv1.8.2 and low-quality reads Q<30 were removed. The RNA sequencing reads were trimmed at the 5'end using cutadapt(v1.9)(Martin, 2011) to remove bias introduced by random primers used in the library preparation and 3'end trimming was performed to eliminate poly-A-tail derived reads. Reads were mapped to the reference genomes (hg19 for human and mm10 for mouse) using HISAT2. Read counting was performed using featureCounts part of the subread v1.5.0 software package (Liao et al., 2014) . Differential gene expression analysis was performed using Voom-LIMMA. R was used for general figure preparation and HOMER was used for metagene analysis.
Generation and analyses of a PDAC mouse model harboring Tet-repressible (Tet-off) Myc
Tet-off Myc murine pancreatic cancer cells were generated and characterized as previously described (Lito et al., 2014) . In brief, pancreatic progenitor cells isolated from a murine fetus (ED17.5-18.5) harboring a conditional endogenous KrasG12D allele 
Hi-C
Bedtools2.21 was used to identify Brd4 peaks interacting with 3D chromatin-loops identified in CH12-LX mouse B-lymphoblasts using HiCCUPS (GSE63525). The Hi-C contact map and indicated histone marks for the genomic locus encompassing Cd274 was visualized using Juicebox software (Durand et al., 2016; Rao et al., 2014) .
Immunoblot
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